**To the Editor:** Lymphomatoid granulomatosis (LYG) involves a B-cell lymphoproliferative process associated with Epstein-Barr virus ([@R1]). The disease is characterized predominantly by lung involvement, and the pathologic findings show an angiocentric pattern with lymphoid cell clustering. Patient median survival time is ≈14 months ([@R2]). Treatment commonly consists of corticosteroids and cyclophosphamide, but a literature review did not demonstrate any benefit from corticosteroid therapy, cytotoxic chemotherapy, or radiation ([@R3]). Rituximab, a monoclonal antibody, targets a B-cell surface molecule, CD20. Recently, several case reports have been published about the effectiveness of rituximab for LYG ([@R4]*,*[@R5]).

We report acute cytomegalovirus pneumonitis in a patient with LYG. In May 2005, a 40-year-old woman with no history of systemic disease had experienced intermittent dry cough for 1 month. Her cough was not associated with any specific environmental exposure or location. Computed tomographic (CT) scan of the chest showed bilateral multiple lung nodules, and a lung biopsy sample showed lymphohistiocytic and lymphoplasmacytic cell infiltrates with some fibrous material. Prednisolone was prescribed for suspected cryptogenic organizing pneumonitis, but her symptoms improved only partially.

One year later, her symptoms worsened. Chest CT scan showed more nodules in both lungs ([Figure](#F1){ref-type="fig"}, panel A). A repeat lung biopsy sample showed large abnormal lymphoid cells clustering in pink-white nodules around and within blood vessel walls. The abnormal lymphocytes were positive for CD20 and Epstein-Barr virus--encoded RNA. The patient was HIV negative, and her bone marrow showed no evidence of lymphoma. Abdominal and pelvic CT scans did not show other abnormal lymph nodes or organ involvement. LYG was diagnosed.

![Chest computed tomography scan of a 40-year-old woman with no history of systemic disease. A) Bilateral multiple lung nodules and lymphomatoid granulomatosis were diagnosed after lung biopsy. B) After rituximab treatment, the prior nodular lung lesions decreased dramatically, but newly developed interstitial ground glass opacities appeared.](10-1035-F){#F1}

The patient's condition did not respond well to induction chemotherapy with cyclophosphamide, doxorubicin, vincristine, and prednisone, and her dyspnea persisted. One week later, rituximab was prescribed; dyspnea dramatically improved after 1 day, and she could tolerate room air without oxygen support. However, 1 day later, severe respiratory distress with hypoxemia suddenly occurred. Although chest CT scan disclosed dramatic resolution of the previously found nodular lung lesions, it also showed newly developed interstitial ground glass opacities ([Figure](#F1){ref-type="fig"}, panel B). A diagnosis of interstitial pneumonitis was considered. Serum cytomegalovirus (CMV) DNA quantification by pp65 gene PCR was performed; the amount was high, up to 2 × 10^5^ copies/mL. Acute CMV pneumonitis was diagnosed. Although the patient received mechanical ventilatory support, CMV intravenous immunoglobulin administration, and ganciclovir therapy, she died 5 days after the onset of acute CMV pneumonitis.

CMV pneumonitis is a common presentation of CMV disease in immunocompromised patients. Host factors, such as presence of cancers or compromised immune function, play a major role in determining pathogenicity of the virus. Respiratory failure is the leading cause of death among patients with rapidly progressive interstitial pneumonitis related to CMV, especially among recipients of renal and bone marrow transplants ([@R6]). The patient reported here received chemotherapy and steroids; both treatments would render the patient immunocompromised, a condition that may lead to such a rapidly progressive course.

This patient had no identifiable concurrent illnesses that might have been associated with compromised immunity or development of LYG. However, fatal CMV pneumonitis, a complication usually associated with extremely impaired immunity, developed. The case suggests that, even without an identifiable immunocompromised condition, a patient with LYG should be considered an immunocompromised host, and rituximab or other immunosuppressive treatments should be prescribed cautiously; the possibility for rare complications should be recognized.

Because of massive ablation of humoral immunity, the relationship between rituximab and virus infection has been addressed, including varicella--zoster infection, parvovirus B19 infection, and CMV reactivation ([@R7]). In immunocompromised patients, rituximab might lead to higher risk for virus infection. This issue has been addressed with HIV/AIDS patients with high-grade B-cell lymphoma for whom rituximab is not generally recommended because B-cell ablation could result in more opportunistic infections. For LYG, increased frequency is associated with both congenital and acquired immunodeficiency, such as X-linked lymphoproliferative syndrome, Wiskott--Aldrich syndrome, and HIV/AIDS in which T-cell surveillance is deficient ([@R8]). Thus, for a patient with LYG whose immune system might be abnormal ([@R9]), the risks associated with rituximab therapy should be considered the same as the risks for HIV/AIDS patients, and the risk for viral infection or reaction to rituximab should be recognized, particularly in areas where CMV seropositivity in the population is high ([@R10]). In addition, especially for adult and elderly patients, the gradual increase of CMV seroprevalence with age should be recognized ([@R10]). Moreover, the patient reported here had previously received cytotoxic drugs as well as maintenance steroid therapy, both of which contributed to a severely compromised immune system. These factors may have led to her acute CMV pneumonitis after receipt of rituximab.

In conclusion, the potential for acute CMV reactivation should recognized during use of rituximab to treat patients with LYG. During rituximab treatment of LYG, routine monitoring for CMV reactivation and other viral infections is warranted.
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